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DETAILED ACTION 
Status of claims 

Claims 1-15 are pending. 
Claims 1-15 are rejected. 
Information Disclosure Statement 
The information disclosure statement (IDS) submitted on April 6, 2004 has been 
acknowledged. 

Claim Rejections - 35 USC § 112-second paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out 
and distinctly claiming the subject matter which the applicant regards as his invention. 

Claims 1-4 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

It is not clear from the claim language what MEK inhibitor the applicant is 
referring to. The claim should include at least one of the limitations in the instant claims 
6 or 9. 

Claim Rejections - 35 USC § 1 12-First paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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Claim 1 is rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for treating colon cancer, does not reasonably 
provide enablement for all solid tumor-cancers. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and/or use the invention the invention commensurate in scope with these claims. 
For rejections under 35 U.S.C. 112, first paragraph, the following factors must be 
considered (In re Wands, 8 USPQ2d 1400, 1404 (CAFC, 1988)): 

1) Nature of invention, 2) State of prior art, 3) Quantity of experimentation 
needed to make or use the invention based on the content of the disclosure, 4) Level of 
predictability in the art, 5) Amount of direction and guidance provided by the inventor, 6) 
Existence of working examples 7) Breadth of claims and 8) Level of ordinary skill in the 
art. 

1) Nature of invention: the claim is drawn to a method of treating cancer by 
administering but in view of the example in the specification (see page 21 lines 26-32) 
indicates partial tumor responses. 

2) The state of the prior art: The data (see page 21 lines 26-32) suggests that treating 
cancer requires an undue amount of research to successfully attain that goal. There is 
currently no completely effective therapy for the treatment of all types of cancer and 
definitely no magic drug to treat all types of cancer. A search for therapeutic agents 
useful for the treatment of cancer is ongoing. 
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3) The predictability or lack thereof in the art: On page 1 of applicants' specification lines 
17+ shows that "In tumors, the pathway appears to be the single most 
important pathway for the transmission of mitogenic signals from the plasma membrane 
to the nucleus. As disclosed above, there is no absolute predictability even in view of 
the seemingly high level of skill in the art. Firstly, for a compound or genus to be 
effective against all types of cancer generally is contrary to medical science. Cancer is 
a process that can take place in virtually any part of the body. There is a vast range of 
forms that it can take, causes for the problem, and biochemical pathways that mediate 
the disease. There is no common mechanism by which all, or even most, cancer arise. 
Accordingly, treatments for diseases associated with cancer are normally tailored to the 
particular type of cancer present, as there is no, and there can be no "magic bullet" 
against all types of cancer. 

5) Amount of direction and guidance provided by the inventor . 

The amount of direction or guidance present is found on pages 13-30 wherein 
mouse clone carcinoma was used to identify and evaluate the treatment of 
cancer/tumors. Treating lung cancer does not constitute treating all types of 
cancer/tumor. However, that embraces a myriad of conditions. 

6) Existence of working examples . 

As discussed above, working example is found on pages 13-30. Applicant's 
limited working example for all types of cancer does not enable one of skill in the art to 
treat the numerous amounts of diseases encompassed by the instant invention. 

7) Breadth of claims . 
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Claim 1 is extremely broad due to the vast number of possible cancers 
encompassed by the instant invention. 
8) Level of ordinary skill in the art . 

The level of skill in the art is high. Due to the unpredictability in the 
pharmaceutical art, it is noted that each embodiment of the invention is required to be 
individually assessed for physiological activity by in vitro and in vivo screening to 
determine which compounds exhibit the desired pharmacological activity and which 
diseases would benefit from this activity. 

Hence, the specification fails to provide sufficient support of the broad use of the 
compounds of the claims for the treatment of all cancers. As a result necessitating one 
of skill in the art to perform an exhaustive search to determine which cancer can be 
treated by what compounds of the instant claims in order to practice the claimed 
invention. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-10 are rejected under 35 U.S.C. 103(a) as being unpatentable over 

McKearn et al., US 6,858,598 in view of Bearnett et al., US 2004/0102360 A1 and 

Coleman et al. , US 2005/0234080 A1 . 
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McKearn et al. teach the current claim 1 method of treating cancer in mammals 
by administering a combination of comprising matrix metalloproteinase inhibitor (see 
col. 4 lines 52-63) and capecitabine (see col. 46 lines 1). Administering a therapeutic 
effective amount in the instant claim 1 is recited (see col. 8 lines 52+), wherein the 
cancer is lung as recited in the instant claim 5 (see col. 1 1 lines 16-20). 

With regards to claim 2, the MEK inhibitor and capecitabine is administered 
simultaneously (see col. 9 line 15-20). 

McKearn et al. did not explicitly teach a MEK inhibitor, as in the current claim 1 , 
however, it is known to one of ordinary skill in the art that matrix metalloproteinase 
inhibits angiogenesis regardless of the pathway as they inhibit formation of new blood 
vessels. The McKearn reference did not per se teach administering the capecitabine 
before MEK inhibitor, nor the administration of capecitabine after the MEK inhibitor. 
However, the McKearn reference teaches (see col. 9 lines 32-34) that the sequence in 
which the therapeutic agents are administered is not narrowly critical. 

Barnett et al. teach the current claim 1 a method of treating cancer in mammals 
by administering a combination of comprising of a MEK inhibitor (see U 0070) and 
capecitabine (see U 0118) are administered simultaneously as recited in the current 
claim 2 (see U 0032). 

Coleman et al teach the MEK inhibitor is CI-1040 (see 0032) as recited in the 
current claims 6-8. 

The above McKearn et al. reference teaches a method of treating cancer by 
administering a matrix metalloproteinase inhibitor with capectibine. The claims differ 
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from the reference by using a different inhibitor. However, one of ordinary skill in the art 
would have been motivated to employ the inhibitor of Coleman et al. because it is a 
MEK inhibitor with the expectation of obtaining the desired result of compounds that 
inhibit signal transduction cascades downstream of ras- kinase. With regard to the 
administration of MEK inhibitor before or after capectibine, it is well within the level of 
the skill in the art to determine in what sequence the drugs are administered as taught 
by McKearn et al. (see supra) hence the reference makes obvious the instant 
application. 

Claims 11-15 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Barrett et al., US 6,960,614 B2 in view of Coleman et al., US 2005/0234080 A1 
and Barnett et al., US 2004/0102360 A1 as applied to claims 1-10 above, and further in 
view of McKearn et al., US 6,858,598. 

Barrett et al., Coleman et al., and Barnett et al are applied here as stated in the 
above rejection. In addition Barrett et al. teach the MEK inhibitor is The method of 
Claim 11, wherein the MEK inhibitor is N-((R)-2,3-dihydroxy-propoxy]-3,4-difluro-3-4- 
difluoro-4-iodo-phenylamino)-Benzamide (see col. 4 lines 60-61) wherein the cancer is 
lung (see col. 49 lines 27-35) in the instant claim 15. 

Coleman et al teach the MEK inhibitor is CI-1040 (see U 0032) as recited in the 
current claims 12 and 13. 

Barnett et al. teach the current claims 1 1 and 12 a method of treating cancer in 
mammals by administering a combination of comprising of a MEK inhibitor (see U 0070) 
and capecitabine (see U 01 18). 
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McKearn et al. teachings are applied here as indicated above a method of 
treating cancer in mammals by administering a combination of comprising a matrix 
metalloproteinase inhibitor (see col. 4 lines 52-63) and capecitabine (see col. 46 lines 
Administering a therapeutic effective amount is recited (see col. 8 lines 52+), wherein 
the cancer is lung as recited in the instant claim 15 (see col. 11 lines 16-20). 

Although the above mentioned references combined did not per se teach the 
sequence of administration, however it is taught in the McKearn reference that (see col. 
9 lines 32-34) the sequence in which the therapeutic agents are administered is not 
narrowly critical, therefore it is well within the level of the skill in the art to determine in 
what sequence the drugs are administered as taught by McKearn et al. hence the 
reference makes obvious the instant application. 

Thus, the claimed invention was prima facia obvious to make and use at the time 
it was made. 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shirley V. Gembeh whose telephone number is 571- 
272-8504. The examiner can normally be reached on 8:30 -5:00, Monday- Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christopher Low can be reached on 571-272-0951. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

SVG 
1/24/06 
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